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© Novel benzimidazole compounds and their use. 



© Benzimidazole compounds and their pharmaceuticaily acceptable salts, as dual inhibitors of lipoxygenase 
and cyclooxygenase enzymes, and thus useful as antiallergy and antiinflammatory agents. 

of the formula 




^ or a pharmaceuticaily acceptable salt thereof: 
© wherein 

£J R 1 is H, -NH-R 3 , -N\ -R 3 , -OR 3 , -SR 3 , 

52 loweralkyl 

* -alkylene-R 3 or R*, 

O 

R 3 is carboxyl, loweralkyl, loweralkoxy, loweralkoyxcarbonyl, aryl or heterocyclic, which may b substituted: 
R* is aryl or heterocyclic, which may be substituted; 
R 2 is aryl or heterocyclic, which may be substituted; 



A is H or halo; and 

m is an integer of 1 to 6, 
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necessary to use dosages outsid these limits, since the dosage will necessarily vary according to the age, 
weight and response of the individual patient as well as the severity of th patient's symptoms and the 
potency of the particular compound being administered. 

For oral administration, the compounds of formula (!) can be administered, for example, in the form of 

5 tablets, powders, lozenges, syrups or capsules, or as an aqueous solution or suspension. In the case of 
tablets for oral use, carriers which are commonly used include lactose and com starch, and lubricating 
agents, such as magnesium stearate, are commonly added. In the case of capsules, useful diluents ar 
lactose and dried com starch. When aqueous suspensions are required for oral use, the active ingredient is 
combined with emulsifying and suspending agents. If desired, certain sweetening and/or flavoring agents 

io may be added. For intramuscular, intraperitoneal, subcutaneous and intravenous use, sterile solutions of the 
active ingredient are usually prepared, and the Ph of the solutions should be suitably adjusted and buffered. 



EXAMPLES 

75 

The present invention is illustrated by the following examples. However, it should be understood that 
the examples are simply illustrative and the invention is not limited to the specific details of these examples. 
Proton nuclear magnetic resonance spectra (NMR) were measured at 60MHz unless otherwise indicated for 
20 solutions in perdeuterodimethyl sulfoxide (DMSOds) and peak positions are expressed in parts per million 
(ppm) downfield from tetramethylsilane. The peak shapes are denoted as follows: s, singletd, doublet; t, 
triplet; q, quartet; m, multiplet; b, broad. 



25 Example 1 



2-Anilino-5-benzylamino benzimidazole dihydrocholoride 

30 

5-Amino-2-anilino benzimidazole (4.5 m mol) and benzaldehyde (4.5 m mol) in 15 ml methanol were 
stirred together for one hour at room temperature. To the reaction mixture was added excess NaBH* and 
the reaction mixture stirred a further 30 minutes. The mixture was then concentrated under reduced 

35 pressure and resultant residue covered with saturated NaHC0 3 , extracted into CH 2 Cb and dried over 
NazSO*. Pure product was isolated by silica gel column chromatography (CHCI 3 : CH 3 OH = 15 : 1) and the 
resultant oil covered with HCI-CH 3 OH and shaken. The resulting dihydrochloride salt was isolated by 
filtration to afford 2-anilino-5-benzylamino benzimidazole dihydrochloride in 73% yield, 
m.p. :>275* C (dec.) 

40 IR (KBr): 3000(br), 1680 cm - 1 

NMR(DMSO-d 6 )S: 11.79 (s, 1H), 7.56-7.20 (m, 13H) 4.47 (s, 2H) 



45 



50 
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R J (CH 2 ) m .,COX 
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N 




H 



(H) 



(IV) 



(I) 



In the above formulae, R\ R 2 , m and A are as previously defined and X Is an easy leaving group. 

The amide (IV) is prepared by standard methods known In the art. For example, the amine (II) is 
reacted with an activated acid (known to those skilled in the art) such as an acid chloride, acid anhydride or 
activated carboxylic acid (e.g. imidazoyl derivative) In a reaction-inert solvent either in the presenc or 
absence of a base. A wide variety of bases can be used In the reaction and they include organic amines, 
alkali metal hydroxides, alkaline metal corbonates, alkaline metal hydrocarbonates, alkaline earth metal 
hydrides and alkaline earth metal alkoxides. Preferred basic agents are triethylamine, pyridine, sodium 
hydroxide, potassium tert-butoxlde, sodium hydride, potassium carbonate and sodium carbonate. Suitable 
reaction-inert solvents include methylene chloride, tetrahydofuran, benzene, tuluene, xylene and water. The 
reaction is usually carried out in the temperature range of 0 C to the boiling point of the solvent. Reaction 
times of from 30 minutes to a few hours are common. The product can be isolated and purif! d by 
conventional procedures, such as recrystallization or chromatography. 

The second step usually involves reduction of the amide bond with an appropriate metal hydride. The 
hydride agents suitably employed in this reduction include lithium aluminum hydride, magnesium aluminum 
hydride, lithium trimethoxyaluminohydride, sodium bis(2-methoxyethoxy) aluminum hydride, alan and 
borane preferably in tetrahydrofuran, although ether or dimethoxyethane may be employed. Reaction 
temperature is usually 0 C through to reflux. The product of formula (I) is isolated by standard methods and 
purification can be achieved by conventional means, such as recrystallization or chromatography. 

The pharmaceutically acceptable salts of the novel compounds of formula (I) are readily prepared by 
contacting said compound wth a stoichiometric amount of an appropriate mineral or organic acid in either 
an aqueous solution or a suitable organic solvent The salt may then be obtained by precipitation or by 
evaporation of the solvent Among those salts enumerated earlier, an especially preferred saft is th 
hydrochloride. 

The compounds of formula (I) possess inhibiting activity on the action of the cyclooxygenase as well as 
on the action of the lipoxygenase. This activity has been demonstrated by a cell culture assay using rat 
peritoneal cavity resident cells which determines the effect of said compounds on the metabolism of 
arachidonic acid. 

The ability of the compounds of formula (I) to inhibit both enzymes make them useful for controlling the 
symptoms induced by the endogenous metabolites arising from arachidonic acid in a mammalian subject 
The compounds are therefore valuable in the prevention and treatment of such disease states in which the 
accumulation of said arachidonic acid metabolite is the causative factor, e.g., allergic bronchial asthma, skin 
disorders, rheumatoid arthritis, osteoarthritis, and thrombosis. 

Since conventional non-steroidal inflammatory agents such as aspirin only inhibit cycloooxygenase, 
they suppress inflammatory conditions as well as tend to cause adverse inhibition. Compounds of the 
present invention, however, are gastrointestinally cytoprotective in addition to possessing anti-allergy and 
anti-inflammatory activiti s. Thus, they show less adverse effects and are of value for us as a safe drug. 

When a compound of the formula (I) or a pharmaceutically acceptable salt thereof is to be used as 
either an anti-allergic agent or an anti-inflammatory agent, it can be administer d to a human subject ith r 
alone, or preferably, in combination with pharmaceutically acceptable carriers or diluents in a pharmaceuti- 
cal composition, in accordance with stand pharmaceutical practice. A compound can b administered by a 
variety of conv ntional routes of administration including oral, parental and by inhalation. When the 
compounds are administered orally, the dose range will be from 0.1 to 20 mg/kg body weight of the subject 
to be treated per day in single or divided doses. If parental administration is desired, then an effective dose 
will be from 0.1 to 1.0 mg/kg body weight of the subject to be treated per day. In some instance it may be 
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NOVEL BENZIMIDAZOLE COMPOUNDS AND THEIR USE 

This invention relates to novel benzimidazole compounds and their use. The new compounds of the 
present invention are inhibitors of both the cycloooxygenase (CO) and lipoxygenase (LO) enzymes, and are 
of use in the treatment or alleviation of allergic or inflammatory conditions in mammals including humans. 
Arachidonic acid is known to be the biological precursor of several groups of endogenous metabolites, 

5 prostaglandins including prostacyclins, thromboxanes and leukotrienes. The first step of the arachidonic 
acid metabolism is the release of esterified arachidonic acid and related unsaturated fatty acids from 
membrane phospholipids, via the action of phosphoiipase. Free fatty acids are then metabolized eith r by 
cyclooxygenase to produce the prostaglandins and thromboxanes or by lipoxygenase to generate 
hydroperoxy fatty acids which may be further converted to the leukotrienes. The prostaglandins exhibit 

70 cfiverse physiological effects depending upon their structure. For example, PGE and PGA inhibit gastric 
secretion as well as lower arterial blood pressure. The thromboxane, especially, thromboxane A2 is a potent 
vasoconstrictor and platelet aggregatory substance. The leukotrienes are the biological source of the slow 
reacting substance of anaphylaxis (SRS-A), a chemical mediator in allergic bronchial asthma. 

Aspirin and most other non-steroidal antiinflammatory drugs inhibit the cyclooxygenase enzyme. Both 

75 antiinflammatory activity and analgesic activity are associated inhibition of the action of cyclooxygenase. 
The lipoxygenase inhibiting activity of one agent, AA86I [2,3,5-trimethyl-6-(12-hydroxy-5.10-cy- 
clodecadiynylH^benzoquinone], has been reported [see, Yoshimoto el aL, Biochem, et Biophys. 713 , 
470-473 (1982)]. CGS-5391B [{C. E. Hock et aL, Prostaglandins, 28 , 557-571(1984)] has recently become 
known as a combined cycloxygenase and lipoxygenase inhibitor. 

20 PCT Patent Application PCT/JP84/00452 (WO 85/01289) and Japanese patent publication No. 
107958/1988 describe and claim a number of benzoxazolone and benzothiazolone derivatives useful for the 
treatment of inflammatory conditions and thrombosis. 

The present invention is directed to compounds capable of inhibiting both cyclooxygenase and 
lipoxygenase. Thus, the present invention provides novel benzimidazole compounds of the formula and th ir 

25 use: 



30 




or a pharmaceutical^ acceptable salt thereof wherein R 1 is H, -NH-R 3 . -N loweralkyl R 3 . -OR 3 , -SR 3 
05 -alkylene-R 3 or R*. 

R 3 is carboxyl, loweralkyl, loweralkoxy, loweralkoxycarbonyl. aryl or heterocyclic, which may be substituted, 

R* is aryl or heterocyclic, which may be substituted. 

R 2 Is aryl or heterocyclic, which may be substituted. 

A is H or halo, and 
40 m is an integer of 1 to 6. 

In the above formula, the term "loweralkyl" means an alky I group having 1 to 3 carbons. The term 

"lower alkoxy" and "lower alkoxycarbonyl" mean an alkoxy group and alkoxycarbony group, respectively, 

having 1 to 5 carbons, preferably up to 2 carbon atoms. 

The term "alkylene" means an alkylene group having 1 to 3 carbons. The term "halo" means fluorine, 
45 chlorine, bromine or iodine. The term "aryl" means a phenyl group, naphthyl group or cyclohexyl group, 

and the term "heterocyclic" is one selected from the groups consisting of furyl, pyridyl, pyrimidyl, thiazolyl 

or thienyl, preferably pyridyl or pyrimidyl. 

In the above-mentioned substituents, the aryl group and heterocyclic group may be optionally further 

substituted by one or more substituents. Preferable substituents are lower alkyl, lower alkoxy and halogen, 
so The pharmaceutical^ acceptable salts of the compounds of the formula (I) are those formed from acids 

which form non-toxic sulfate or bisulfate, phosphate, acetate, citrate, fumarate, gluconate, lactate, maleate, 

succinate, tartrate, methanesulfonate, benzene sulfonate and toluenesulfonate, formate salts. 
Among the especially preferred individual compounds of the present invention are: 

5-(3-phenylpropyl)amino-2-(o-tolyl) benzimidazole, dihydrochloride; 

2-anilino-5-benzylamino benzimidazole, dihydrochloride; 
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5-benzylamino-2-(3-pyridyl)amino benzimidazole, ^hydrochloride; 
5-benzylamino-2-propylamino benzimidazole, dihydrochloride; 
5-benzylamino2-(o-toluidino) benzimidazole, dihydrochloride; 
5-benzylamino-2-(p-butylanilino) benzimidazole, dihydrochloride; 
5-benzylamino-2-(a -naphthyl)amino benzimidazole, dihydrochloride; 
and 

2-[(NMTiethyl)anilino>5-benzylamino benzimidazole. 

The present invention also includes a pharmaceutical composition comprising a pharmaceutical accept- 
able carrier or diluent and compound of formula (I). Also embraced by the present invention is a method for 
treating an allergic or inflammatory condition in a mammal, especially man. 

Also embraced by the present invention is a method of inhibiting the action of the lipoxygenese as well 
as the action of the cyclooxygenase in a mammal, which comprises administering to such mammal a 
lipoxygenase and cyclooxygenase inhibiting amount of a compound of formula (I). 

The compounds of formula (I) may be prepared by a number of different routes. In one embodiment, 
they are prepared from an amino-substituted compound of the formula (II) according to the following 
reaction steps: 




(I) 

In the above formulae, R\ R 2 , m and A are as previously defined. The first step involves the treatment 
of compound (II) with an aldehyde, FP(CH 2 ) m . 1 CHO f in the presence of a dehydrating agent The reaction is 
preferably conducted at ambient temperature. Higher temperatures up to 80* C can be employed without 
any significant disadvantage. Suitable solvents which do not react with the reactants and/or products are, for 
example, benzene, toluene, ethanol and tetrahyrofuran. The preferred dehydrating agent is molecular 
sieves, although Inorganic salts such as magnesium sulfate and sodium sulfate can also be employed. 
When the preferred temperature is used, the reaction is substantially complete within a few hours. On 
completion, the product (III) can be isolated and/or purified conventionally, e,g, recrystalllzation or 
chromatography. It is, however, more convenient not to isolate this product but to subject It (i.e. in situ) to 
reaction conditions of the second step. 

The starting materials (II) and the aldehyde R^ChfeW tCHO are either known compounds or may be 
prepared by methods reported in the art references, see e.g., D. Q. Bapat and M. V. Shirsat, Indian J. 
Chem., 3(2) „ 81 1965, and J. Garin, E. Melendez, F. L Merchan, C. Tejel and T. Tejero, Synthetic 
Commun.,375 198a 

The second step involves reduction of the C = N double bond by reaction with an appropriate hydrogen 
source. For example, compounds (III) may be reduced catalytically with hydrogen. It is normally achieved 
with a heterogeneous catalyst such as platinum (Pt02), palladium (Pd/C) or nickel In e.g. methanol or 
ethanol at ambient temperature. Heating is possible but is not generally necessary. • 

Alternatively, the compounds may be reduced using a metal hydride. The hydride agents suitably 
employed in this reduction include sodium borohydride, sodium cyanoborohydride and lithium 
cyanoborohydride. This reaction is conducted at ambient temperature, with an excess of the hydrid ag nt 
in e.g methanol or ethanol. A similar reduction using stannous chloride acid agent as a reducing ag nt can 
be carried out in methanol/aqueous hydrochloric acid. A pr ferred temperature for carrying out this is from 
0 C to 80 C. Reduction is ordinarily complete within a few hours. The product of formula (I) is isolated by 
standard methods known in the art. Purification can b achieved by conventional means, such as 
recrystallization or chromatography. 

In anoth r embodiment, th compounds of formula (I) are prepared by the following process: 



1 
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Example 14 

55 

5-(3-phenylpropy1) amlno-2-phenyl benzlmidazole hydrochloride 5-Amino-2-phenyl benzlmidazole (19 m 
mo!) and dhydrocinnamoyl chloride (3.12 ml) in 160 ml of benz ne were heated at reflux for 3 hours. After 
cooling the reaction mixture, the resulting precipitate was collected by filtration to afford the hydrochloride 
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salt of the amide in 76% yield. 
m.p. : 216.5 -21 9.5* C 
IR(KBr): 3350. 2800. 1660 crtr' 

NMR(DMSOd e )S: 10.45 (s. 1H). 8.41 (s. 1H) 8.35-8.25 (m. 2H). 7.8-7.58 (m. 5H). 7.3-7.19 (m, 5H). 2.96 (6. 
5 J = 7Hz. 2H) 2.71 (6. J = 7Hz. 2H) 

To the amide (7m mol) suspended in 50 ml THF was added LiAIH* (13 m mol) portionwise in solid form. 

After addition of all the LiAIH*. the reaction mixture was heated at reflux for 5 hours, cooled and worked-up 

by standard procedure. Free alkyl amine was isolated via column chromatography (silica gel, 25% ethyl 

acetate in hexane) and shaken with HCI-methanol. The dihydrochloride salt was isolated by filtration to 
ro afford product in 59% yield. 

m.p. : 2435 - 245.9 *C 

IR(KBr): 3450. 2700 (br.) cm" 1 

NMR(DMSO-d 6 )s: 8.37 (br., 2H). 7.73-7.70(m, 4H) 7.33-7.19(m. 7H), 3.22 (br..2H) 2.76-2.70(m.2H). 2.05-1.92 
(m.2H) 



55 
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Claims 



1) A compound of the formula 
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5 



or a pharmaceutical acceptable salt thereof: 

wherein R 1 is H, -NH-R 3 , -N loweraikyl -R 3 , -OR 3 , -SR 3 , -a!kylene-R 3 or R 4 , 

R 3 is carboxyl, loweraikyl, loweralkoxy, loweralkoyxcarbonyl, aryl or heterocyclic, which may be substituted; 
10 R 4 is aryl or heterocyclic, which may be substituted; 
R 2 is aryl or heterocyclic, which may be substituted; 
A is H or halo; and 
m is an integer of 1 to 6. 

2) A compound according to claim 1 wherein 
75 R 1 is -NH-R 3 , -N loweraikyl R 3 or R 4 , 

R 3 is loweraikyl, aryl or heterocyclic, which may be substituted, 
R 4 is aryl or heterocyclic, which may be substituted, 
R 2 is aryl, 
m is 1 - 3, and 
20 A is H or halo. 

3) A compound according to claim 1 wherein R 1 is -NH-R 3 , 

R 3 is loweraikyl, phenyl which may be substituted, pyridyl or naphthyl, 
R 4 is phenyl which may be substituted or cyclohexyl, 
R 2 is phenyl, 
25 m is 1 - 3. and 
A is H or halo. 

4) A compound according to claim 1 
wherein R 1 is -N loweraikyl -R 3 

R 3 is loweraikyl, phenyl which may be substituted, pyridyl or naphthyl, 
30 R* is phenyl which may be substituted 
R 2 is phenyl, 
m Is 1 - 3, and 
A Is H or halo. 

5) A compound according to claim 2, 3 or 4 wherein 
35 R 3 and R 4 are phenyl or substituted phenyl and 

R 2 is phenyl and m is 1 

6) A compound according to claim 1 said compound being 
5-(3-phenylpropyl) amino-2- (o-tolyl) benzimidazoie, dihydrochloride, 
2-anilino-5-benzylamino benzimidazoie, dihydrochloride; 

40 5-benzylamino-2-(3-pyridyl)amino benzimidazoie, trihydrochloride; 

5-benzylamino-2-propyIamino benzimidazoie, dihydrochloride; 

5-benzylamino-2-(o-toluidino) benzimidazoie, dihydrochloride; 

5-benzylamino-2-(p-butylanilino) benzimidazoie, dihydrochloride; 

5-benzylamino-2-(a-naphthyl) amino benzimidazoie, dhydrochloride, or 
45 2[(N-methyl) ani!ino]-5-benzylamino benzimidazoie. 

7) A pharmaceutical composition for the treatment of allergic or inflammatory conditions, which comprises a 
compound of claim 1 together with a pharmaceutical^ acceptable carrier. 

8) A compound according to any one of claims 1 to 6, for use in medicine. 

9) Use of a compound according to any one of claims 1 to 6 for making a medicament for inhibiting 
50 lipoxygenase or cyclooxygenase. 

CLAIMS FOR THE FOLLOWING CONTRACTING STATES: GR, ES 

1) A process for preparing a compound of the formula I 
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20 



25 



30 



35 



40 



45 



or a pharmaceutically acceptable salt thereof 

wherein R 1 is H, -NH-R 3 , -N loweraikyl -R 3 , -OR 3 , -SR 3 , -alkylene-R 3 or R*. 

R 3 is caiboxyl, loweraikyl, loweralkoxy, loweralkoyxcarbonyl, aryl or heterocyclic, which may be substituted; 
10 R 4 is aryl or heterocyclic, which may be substituted; 
R 2 is aryl or heterocyclic, which may be substituted; 
A is H or halo; and 
m is an integer of 1 to 6 

characterized by reacting a compound of formula II 



H Yr" 



Vr 1 

H 

with an aldehyde of formula R 2 (CHzWiCHO 

wherein A,Ri ,R 2 and m are as previously defined followed by reduction of the resultant intermediate to give 
a compound of the formula i said processes being followed by optional conversion of the product into a 
pharmaceutically acceptable salt 

2) The process of claim 1 wherein the reaction of the formula II compound and the aldehyde occurs in th 
presence of a dehydrating agent and the resultant intermediate is either reduced catalytically with hydrogen 
or reduced with a metal hydride. 

3) The process of claim 2 wherein the reaction of the formula II compound and the aldehyde occurs at a 
temperature up to 80* C and the intermediate is reduced catalytically with hydrogen. 

4) The process of claim 1 in which 

R 1 is -NH-R 3 , or -N loweraikyl -R 3 or R*. 

R 3 is loweraikyl, aryl or heterocyclic, which may be substituted, 

R* is aryl which may be substituted and 

R 2 is aryl. 

5) The process of claim 1 in which 

5-(3-phenylpropyl) amino-2-(o-tolyl) benzimida2ole dihydrochloride; 
2-anilino-5-benzylamino benzimidazole, dihydrochloride; 
5-benzylamino-2-(3-pyridyl) amino benzimidazole, trihydrochloride; 
5-benzylamino-2-propylamino benzimidazole dihydrochloride; 
5-benzylamino-2-(o-toluidino) benzimidazole, dihydrochloride, 
5-benzylamino-2-(p-butylanilino) benzimidazole, dihydrochloride, 
5-benzylamino-2-(a-naphthyl)amino benzimidazole, dihydrochloride, or 
2-[(N-methyl) anilino] -5-benzylamino benzimidazole is produced. 

6) A process for preparing a compound of formula I 
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or a pharmaceutically acceptable salt thereof: 

wherein R 1 is H, -NH-R 3 , -N loweraikyl -R 3 , -OR 3 , -SR 3 , -alkylene-R 3 or R 4 , 

R 3 is carboxyl, loweraikyl, loweralkoxy, loweralkoyxcarbonyl, aryl or heterocyclic, which may be substituted; 

R* is aryl or heterocyclic, which may be substituted; 

R 2 is aryl or heterocyclic, which may be substituted; 

A is H or halo; and 

m is an Integer of 1 to 6 



EP 0 419 210 Al 



characterized by: reacting an amide formula II compound 



5 




H 

70 with an activated acid to form an intermediate formula IV compound; 

o 




20 

wherein A, Ri,R2, and m are as previously defined; and reducing the intermediate to give a compound of 
formula I; said processes being followed by optional conversion of the product into a pharmaceutical^ 
acceptable salt 

7) The process of claim 6 wherein the reaction of the amide with the activated acid occurs in the presence 
25 of a base and the intermediate compound is reduced with a meta! hydride. 

8) The process of claim 7 wherein the reaction of the amide with the activated^ acid is carried out at a 
temperature of 0* C to reflux and the reduction is carried out at a temperature of 0* C to reflux. 

9) The process of claim 1 in which 
R 1 is -NH-R 3 , -N loweralkyl R 3 or R*, 

30 R 3 is loweralkyl, aryl or heterocyclicwhich may be substituted, 
R 4 is aryl which may be substituted, 
R 2 is aryl, 
m is 1 - 3. and 
A is H or halo. 

35 10) The process of claim 6 in which 5-(3-phenylpropyl)amino-2-(o-tolyl) benzimidazole, dihydrochloride, 

2-anilino-5-benzylamino benzimidazole, dihydrochloride, 

5-benzylamino-2-(3-pyridyl) amino benzimidazole, trihydrochloride, 

5-benzylamino-2-propylamino benzimidazole, dihydrochloride, 

54>enzylamino-2-(p-butylanilino) benzimidazole, dihydrochloride, 
40 5-benzylamino-2-(o-butylanilino) benzimidazole, dihydrochloride, 

5-benzylamino-2-(a-naphthyl) amino benzimidazole, dihydrochloride, or 

2[(IM-menthyl) anilino]-5-benzylamino benzimidazole is produced. 
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